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St/mts Summary 

An advisory action dated Otfober 20, 2004, sated that the amenta** fled on 
September 27. 2004, wUl entered for *e P«P— °f appeal. A notice C appeal «« med on 
,aly 26, 2004. O— 56-60 and 62*7 are pending Cairns 56*0 and 62*7 r»™ n 
rejected under 35 U.S.C. 1 103(a) as allegedly unpatentable over U.S. Patent No. 5,776,456 to 

Anderson e. al. in of «-°«- 826 » » " * 

further in view of DeAngelis (1998) J 3^45-252 (DeA^ebs). Clams 56- 

«, and 62-67 are also rejected based on non-statutory obviousness-type double patentmg . 

i ;« ttq Patent No 5,776,456 to Anderson et al. 
allegedly unpatentable over claim 1 in U.S. Patent wo. 3,// 

(Anderson). , . , 

New claim, 68-74 are added. Reconsideration in view of the new claxms and 

following remarks is respectfully requested. 

p ^„v>n nfClavm " " * <~- * 103(ai 

Claims 56*0 and 62-67 remain rejected and new clauns 61*7 are also rejected under 
35 U S C § 103(a) as allegedly unpatentable over U.S. Patent No. 5,776,456 to Anderson et 
al (Andean) in view of U.S. 6,042,826 to Caligiuri et a.. (Caligiun), and further in of 
DeAngelis (1998) J Nturooncology 38:245-252 (BeA^. MaWl^ Page 2. Tins 
relation is respectfully traversed. 

Ajjderscjn describes methods for treatment of B ce.l lymphoma via M*« - 
ffiU -CD20 antibodies. The examiner notes that Andean does no. teach treatment of CNS 
.ympbomas. as now daimed. The examiner concludes that i, would have been P r,na face 
obvious to modify the methods of izteMX » "include B-cell lymphomas of *. «— - 
nervous system because such lymphomas merely represent species of the broadly clamed 
=enus of B-cell lymphomas." Fjm official action (paper no. 7). pages 10-12. 
" The examiner relies on Qujgiun - — — »—» «« ,ymph0maS """"^ ** 
binges, and on EsAMeJi, as teaching that lymphomas are a common cause o 
leptomenlngeal metastases. Based thereon, the examiner concludes that one of ordtnary slol, 
in the art would reasonably expect that a subpopulation of patients with CNS lymphoma 
would also exJuMtleptoroeningeal lymphoma. QfMalaction. P^s 3-5. The examiner a>so 
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rcll es on SMm G*U*il » teaching combination of immunotherapy wHh 

—e^asincl^^^ 

Tne examiner bears the burden of presenting a pn** Jfao. case for obvtousness, 
which reautres: (1) some suggest or .option, either in the references themselves or tn 
TLJUe generally available to one of ordinary ** in the art, to mo*fy the reference 
^ToJL ^ce teachings; C*> the teachtng or suggestion of « the cl.m 
of *e apples invention in the combined prior art references; and (3) a — 
station of success. MPEP i 2143. Applicant responds that the examtner has failed to 
mee t this burden given the lack of a reasonable chance of success in practicing the clauned 

invention. v a 

Applies has previously argued that, at the time of filing the mstan, apphcahon, a 

skilled arusan would not have had a teasonable chance of success to Pacing the daimed 
invention baseo on unpredictability in .regents for CNS .ymphomas. Specific*, the 
reference which describes administration of anti^uman Fas monoclonal anabod.es, 
does not enable administration of anti-CD20 antibodies as no* claimed. 

ta response to the foregoing argument, the examiner suttes ma. "tflhis argument has 
,«„ considered but is not teall, well undestood" and that "it's not dear how this argument 
is Levant to the current rejection- Aivisorvjction, page 3. lines 3-5. 

Applicant reiterah* U>a, me burden is on the examiner to establish a prin.afacu case 
of obviousness, which Includes a showing that the Caimed invention could be performed wuh 
areasonableexpectaaonofsuccess. See MPEP 8 2143. Where the cited document do no, 
expressly suggest the claim=4 invention, a showing of motivatton also rehes on a reasonable 
expressly ^ , „ v,n.,- 642 F2d 413 208 USPQ 871 (CCPA 1981). See 

expectation of success. See In re Keller, 642 F.2d 413, zus v . 
Se, pane Cfcpp. 227 USPQ 972, 973 (Bd. Pa, App. * Inter. 1985). Therefore. the 
viewpoint of a stilled ardsan with respect to expectation of success is essential to the 
establishment rf.pfe.Jk* case of obviousness. Ukewise, where such viewpoint does not 
include a reasonable expec«ion of success, as in the lns«nt case, tie claimed mvenuon rs 
non-obviousness. 

The examiner farther states dud "While the Caliguiri reference does not specially 
reach adminisrration of the claimed anti-Cp20 antibodies, one of ordinary skill in the art who 
.eads the CaliguM reference would und^ that the primary lymphomas of the CNS are 
treatable with antibodies - a lesson which is particularly relevant to the teachings of the 
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Anderson patent which *. conc.udes that *■ *«" ^ "* 

ZTconct^es the exan^s on.y and is - support by cur™ 

!l„oe that _ - CNS lymphomas - — ™» «— — 

^ Cancer chemorherape„»cs - famUiar agents of toxic ,eu k oenceph» 
damage to white tnater foiling drug exposure. Based on the significant „ s* o, ™c 
,JL«-* which may manifest . — e dementia and eve deadly 
^ sub! of c— , ana an— — - — ^ 

tMk emia and lymphoma, intratheca, use is reshioed to mediate CXTO, 
a^inoside CA-O and corticosteroids. «- *«- « * <"»> ^ 
237-2*5 (abs«c< endowed). It is further ■.*.«*« aanut» S ™.on 

o ( cance I d Mg a i n-dedf WS y S ten.c^on lyiS aa.^us OT d M , reS »l.inaf^out ro m, 

5,. Rnggerio, 2001. For example, intrathecal administtarion of vtaensnne a 
chernotherapeutic drag with proven eMc^ fo, to win g ^venous adrninis^non. rented .n 
the deafts of two patterns within days following drug administtation. See D«tmeyer « al. 
(2001) Forensic Sci. In,. 122(1): «W4 (abstract enclosed). Even for the above-noted drags 
*■ . ased for direct CNS aaministradon, toxic teokoencephalopathy may be ML See e. S . , 
Hara et at. (2000, Breos, C^cer 7(3): 247-25! (abstract enciosed). fa addition to concerns 
^ng toxicity, antibodies are also subject to metabolic ehminanon front *e mrrathecai 
spL, which wouid defeat achievement of therapeutic iev* of andbody. See e. S ., Blaney , 
a,. (2000) Med Oncol 17:151-162, pages 156-7, bridging paragraph (copy prevousiy 

"*"*tL on the agoing, dn>g efficacy observed following systemic administtabon 
cannot be extrapoiated to efficacy of direct administration to the CNS. The ris* of 
ieukencephaiopamy foiiowing hi^h dose or dire* brain ad—on of can- 
chemotherapies prudes a reasonabfe chance of success in perfomnng and tn f« 
teaches away f- the Oaimed invendon. Thus, contrary to the suggest of the ex™n~ 
one stoned in the an wouid m b. moriv«ed to re P l*» the anti-Fas andbody .» the 
rf C^nri with an ami-CD* andbod, - » «*» - "» *~* ^ 

invention. 
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* the absence of a motivation to practice the daimed invention based on are— 
cbanC e « ^ - — are not ^ ■ ^ 

respectMly quests that the rejection of claims 56-60 and 62-67 under 35 U.S.C § 103(a) 
based on Anderson, CaUffiurL DeAngebs be withdrawn. 

Tf ^rtinn ofO "™ Hosed on Non-Statutory. 
pfrrf^—^T-TV pg jp«™ M" Patenting 
aaira s 56-60 and 62-67 remain rejected based on non-statutory 
d„ub,e patenting - anegedl y unpatentabie over daitn 1 in U.S. Patent No. ,776.456,0 
Anderson et al. (Anderson). ********** ^^^^T^S 
Based on the arguments «. forth «"*- - «" ^" 0 " * T"? " 

USCS 103(a), whieh are incorporated here,n, applicant believes that the methods of 
^ LloL are nonius in vie. o f a*— - -* appUcant also reouests tha, 
the obviousness-type double patenting rejection be withdrawi. 

nixcussior * Afew Claims 
New Cairns 68-74 are added. Cairns 68 and 71 ate directed to therapeutic , me*ods 
that employ an anti-CD20 antibody conjugated to a toxin, drug, or enzytne. Oaitns 69-70 and 
* 74 I directed to therap^c toetcods tha, employ a rrfio.abe.ed anti-CDZO annbody. 
Support for new clatas 68-74 can be found in *e original* filed specification inching a, 
p Zn, line 30. d*ough page 40, line 23. and a, page 10. line* 9-14. Se, aiso ongtnta dattns 
20 and 39^2 
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Conclusion 

An rejecuons navin* been addressed, it is rospec.M.y submiued ma, *. present 
appuca^ is in edition for aUowance and a nouee ,o that effect ,s ea^esUy 
Ty points remain in issoe, which tne examiner Ms tna, be bes t resoWed W . P«- 
or telephone he is B-y — > - — * ^ * "* 



telephone number listed below. 



Respectfully submitted, 

PUXSBURY WINTHROP 
SHAW PITTMAN IXP 



Thomas A. Cawley, Jr., PhX). 
Registration No, 40,944 



P.O. Box 10500 
McLean, VA 22102 
(703)905-2144 Direct Dial 
(703) 905-2500 Facsimile 

Date: April 13, 2005 

TAC/JBM 
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